15 Running Title: sex dependent effects of leptin signaling in mice 2 16 Abstract: 17 Type 2 diabetes and obesity are associated with back pain in juveniles and adults and 18 are implicated in intervertebral disc (IVD) degeneration. Hypercaloric Western diets are 19 associated with both obesity and type 2 diabetes. The objective of this study was to determine 20 if obesity and type 2 diabetes result in spinal pathology in a sex-specific manner using in vivo 21 diabetic and dietary mouse models. Leptin is an appetite-regulating hormone, and its 22 deficiency leads to polyphagia, resulting in obesity and diabetes. Leptin is also associated with 23 IVD degeneration, and increased expression of its receptor was identified in degenerated IVDs.
As expected, at 3 months, Db/Db genotype and WD caused significantly increased 198 body weight (Fig 2) . Db/Db genotype caused significantly increased HbA1c levels and was 199 highest in female Db/Db WD mice (Fig 3) . Blood 
